We held a multidisciplinary discussion (MDD) about a 61-year-old woman who had an interstitial lung disease (ILD) without extrathoracic lesions that met the classification criteria for interstitial pneumonia with autoimmune features (IPAF) and the proposed diagnostic criteria for immunoglobulin G4 (IgG4)-related respiratory disease (IgG4-RRD). Clinically, the marked progression of lung-limited diffuse lesions was consistent with IPAF. Serum IgG4 and rheumatoid factor levels simultaneously increased and did not contribute to a diagnosis. Pathologically, the significant hyperplasia of lymphoid follicles was consistent with rheumatoid arthritis (RA)-associated ILD. Pulmonary venous occlusions by intimal fibrosis and intimal thickening were not important because these occlusions are found in IgG4-related lung disease (IgG4-RLD) and also in IPAF or ILDs related to connective tissue diseases (CTDs). Radiologically, fibrosing shadows that remained in the lung periphery after treatment were compatible with RA-associated chronic ILD. We concluded that the present case was IPAF that met the proposed diagnostic criteria for IgG4-RRD.
Introduction
Interstitial pneumonia with autoimmune features (IPAF) is the term that was proposed in 2015 to describe idiopathic interstitial pneumonias (IIPs) with clinical features that imply some autoimmune background, but do not meet established criteria for connective tissue disease (CTD) [1] .
Immunoglobulin G4-related disease (IgG4-RD) is a systemic fibroinflammatory disorder that is characterized by tumefactive lesions, the intensive infiltration of IgG4-positive plasma cells, and storiform fibrosis and is generally accompanied by elevated serum IgG4 levels [2] . The comprehensive diagnostic criteria for IgG4-RD were established in 2011 [3] . As the development of lesions in each organ is not simultaneous, organ-specific criteria were needed and accordingly established. Regarding respiratory organs, the "proposed diagnostic criteria for IgG4-related respiratory disease" (hereinafter called "proposed IgG4-RRD criteria") were published in 2015 [4] .
We herein present a case of interstitial lung disease (ILD) diagnosed as IPAF that met the proposed IgG4-RRD criteria after a detailed multidisciplinary discussion (MDD).
Case Report
A 61-year-old woman developed a wet cough with dyspnoea in February 2018. She had a history of type 1 diabetes mellitus (DM) diagnosed in adolescence. She was not taking any medication other than insulin. She was a current smoker (20 cigarettes daily for 41 years). She had no history of alcohol consumption. She had worked as a cook in a restaurant with no history of dust inhalation. Her house was built 17 years earlier and received adequate sunshine. She had an ibuprofen allergy. Her brother had rheumatoid arthritis (RA) and her son had a history of neurosarcoidosis.
Although her wet cough attenuated over the course of one month, dyspnoea progressed. In April 2018, she visited a nearby hospital and an interstitial shadow was detected using chest computed tomography (CT). She was subsequently referred to our hospital.
Chest CT on referral ( Fig. 1A ) revealed diffuse bilateral interstitial shadows with bronchovascular bundle thickening, interlobular septal thickening, pleural thickening, and hilar and mediastinal lymphadenopathies. Our initial differential diagnoses were sarcoidosis, malignant lymphoma (ML), secondary ILD due to CTDs or drugs, and IgG4-related lung disease (IgG4-RLD). In a screening serological examination, serum IgG, IgG4, and rheumatoid factor (RF) levels were markedly elevated, and the Sjögren's syndrome type A antigen (SSA) antibody was positive ( Table 1) . ILD related to RA, Sjögren's syndrome, or IgG4-RLD was suspected for differentiation. Whole-body contrast CT and magnetic resonance imaging (MRI) of the head and neck were performed, and no affected lesions were observed, except for in the lung. She was admitted to our hospital for surgical lung biopsy (SLB) in July 2018.
On admission, her height was 151 cm and weight was 70 kg. She had no fever and her resting respiratory rate was 16/min; however, she had distinct dyspnoea on effort. Her fingers were clubbed, and fine crackles were audible in the lower chest. There were no palpable surface lymph nodes. She had neither arthralgia nor skin lesions that suggested CTDs. SLB was performed by video-assisted thoracoscopic surgery (VATS). Specimens were taken from a radiologically less affected part and an intensively affected part; the right upper lung (S2) and the right lower lung (S10), respectively ( Fig. 2A, D) . In the S2 and S10 specimens, the hyperplasia of lymphoid follicles with a germinal centre and the infiltration of lymphoplasmacytic cells were observed in bronchovascular bundles, the interlobular septum, and subpleural areas ( Fig. 2B , E). The hyperplasia of lymphoid follicles, the infiltration of lymphoplasmacytic cells, and destruction of the alveolar structure were more intense in the S10 specimen. In some areas, marked bronchiolitis with destruction of its walls, resulting in cystic changes, was observed ( Fig. 2F ). No obvious lymphoepithelial lesions were found from the bronchioles to alveoli, and an intact follicular structure was confirmed by immunostaining to exclude malignancy. In the S2 specimen, the non-specific interstitial pneumonia (NSIP) pattern was observed in some portions (Fig. 2B ). These results were pathologically consistent with RA-related ILD [5] , but clinically did not meet the RA classification criteria [6] . Furthermore, as the SSA antibody was positive, lip biopsy was performed, and Sjögren's syndrome was ruled out. Based on the results obtained, the present case serologically and morphologically met the classification criteria for IPAF [1] (hereinafter called "IPAF criteria").
Regarding the possibility of IgG4-RLD, in the S10 specimen, the IgG4/IgG cell ratio was 56%, and the IgG4-positive cell count was 159 cells in a high-power field (HPF) (Fig. 2G ). Some pulmonary veins were occluded by intimal fibrosis and intimal thickening with the infiltration of lymphocytes and plasma cells in both the S2 and S10 specimens, which was consistent with obliterative phlebitis (Fig. 2C, F) . These histological findings, CT findings, and serology met definite IgG4-RLD under the proposed IgG4-RRD criteria, although extrathoracic lesions were absent.
Since it took four months from her referral to the initiation of treatment, her interstitial shadows and dyspnoea had progressed ( Fig. 1B ). However, oral prednisolone (PSL) at 30 mg/day started in the middle of August 2018 was very effective, and was successfully tapered to 10 mg/day in November 2018. Her dyspnoea and interstitial shadows markedly improved, although fibrosing shadows remained in the lung periphery (Fig. 1C ). In May 2019, PSL was reduced to 7.5 mg/day and no recurrence was observed in August 2019 ( Fig. 1D ).
Discussion
We herein report a case of ILD without extrathoracic lesions that met both the IPAF criteria and the proposed IgG4-RRD criteria. As difficulties were associated with differentiating between these two conditions, we held an MDD.
Clinically, IPAF was more likely than IgG4-RLD without extrathoracic lesions because it was unusual to detect no extrathoracic IgG4-related lesions despite the marked progression of extensively diffuse pulmonary lesions. This progression of lung-limited diffuse lesions was acceptable for IPAF. IgG4-RLD without extrathoracic lesions is very rare [7] .
Serologically, difficulties were associated with distinguishing IPAF from IgG4-RLD without extrathoracic lesions because elevated serum IgG4 levels are not specific to IgG4-RD; they are also often elevated in CTDs, particularly in RA and Churg-Strauss syndrome (CSS) [8] . Alternatively, RF levels are frequently elevated in IgG4-RD [9] . It is important to note that serum IgG4 and RF levels may simultaneously become elevated, and, thus, may not contribute to a diagnosis in cases such as that described herein.
Pathologically, IPAF was more likely than IgG4-RLD without extrathoracic lesions because the significant hyperplasia of lymphoid follicles in the present case is sometimes detected in RA-related ILD [5] , but is unusual for IgG4-RLD [10] . It is important to note that pulmonary venous occlusions by intimal fibrosis and intimal thickening did not contribute to reaching a diagnosis in the present case; this type of venous occlusion can be found in CTDs with pulmonary arterial hypertension (PAH) as well as in IgG4-RD. Paradoxically, in CTDs with PAH, obstructive pulmonary vascular lesions are predominantly observed in the veins and venules, the lumens of which are occluded by loose intimal fibrosis with inflammatory cells [11] . Even with a latent degree of PAH due to CTDs, this pulmonary venous alteration may be expected. On the other hand, venous occlusion or obliterative phlebitis, which has diagnostic value for IgG4-RD, is occlusion by lymphoplasmacytic infiltration and fibrosis against a loose textured background with diameter of more than 150 μm [12] . As these pulmonary venous occlusions may have a similar appearance, they are not useful for distinguishing IgG4-RLD from IPAF or CTD-related ILDs.
Radiologically, it was more reasonable to diagnose the case as IPAF than IgG4-RLD without extrathoracic lesions. Chest CT before steroid therapy (Fig. 1A, B ) revealed diffuse interstitial shadows with bronchovascular bundle thickening, interlobular septal thickening, pleural thickening, and hilar and mediastinal lymphadenopathies. These radiological findings may be found in both IgG4-RLD [4] and RA-associated ILD [13] . The point is the fibrosing shadows that remained in the lung periphery after the glucocorticoid treatment (Fig. 1C, D) . These steroid-resistant fibrosing shadows are compatible with RA-associated chronic ILD and incompatible with IgG4-RLD.
We concluded that the present case was IPAF that met the proposed IgG4-RRD criteria. The present case suggests that the concept of IgG4-RRD needs more refinements. We should proceed with investigation into pathogenesis of the disease. The present case also reveals that we need further study to clarify the relationship between IPAF and IgG4.
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